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EXAMPLE 265 (gen ral procedure (L)) 

3-(441-M-Cvclohexvlphenvl)-3-f3-fethvlphenvlsulfamovl)phenvnureidomethvl>benzovlam 
propionic acid 



4^1-(4-Cvctohexvlphenyl>3434methvlphenvlsulfamoM 
10 5-vl)benzamide 




HPLC-MS (Method B): m/z = 665 (M+1). R, = 7.67 min. 

15 EXAMPLE 267 (general procedure (D) 

4-(1-(4-Cvdohexvlphenvn-3-r3-(2.3Hlihvdroindole-1-su^^^ 
tetrazol-5-vObenzamide 



5 





20 HPLC-MS (Method B): m/z 



677 (M+1). R, = 7.75 min. 
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wherein 



V is -C(0)0R^Vc(0)NR z R 3 , -C(0)NR z OR 3 , -S(O) 2 0R z . 

_J 

OH Q 

wherein 




N=N or 




^ Riand R 3 independently are) hydrogen 






[bT C^-alkyh 



R 4 is hydrogen, halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 5 , -NR S R 6 or C^-alkyl, 
wherein R 5 and R 6 independently are hydrogen or Ci^-alkyl, 
20 A is 



25 



-(Cr%), 



-NR— 



R? R B 



X~(CH 2 ) n — NR 7 - 



R\ R e 
( V )b (OH,),— or 



wherein 

b is 0 or 1 , 

n is 0, 1, 2 or 3, 



i a 



(CH 2 ) n ' 
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R 7 is hydrogen, C^-alkyl or C^-cycloalkyl-C^-alkyl, 

R 8 and R 8 independently are hydrogen or C^alkyl, 

5 Y is -C(O)-, -S(0)2-, -O- or a valence bond, 

Z is phenylene or a divalent radical derived from a 5 or 6 membered heteroaromatic ring con 
taining 1 or 2 heteroatoms selected from nitrogen, oxygen and sulfur, 



10 



which may optionally be substituted with one or two groups R 46 and R 47 selected 
from hydrogen, halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 10 , -NR 10 R 11 and C^-alkyl, 



wherein R 10 and R 11 independently are hydrogen or C^-alkyl, 



or -A-Y-Z- together are 
O 




15 



O 



R 1 is hydrogen or C^-alkyl, 



WO OO/69810 



PCT7DKOO/00264 



531 



Xis 



-(CR 13 R 14 )-(CH 2 ) 6 - 



-(CH 2 ) q — (CR 13 R ,4 ) r -(CH 2 ), 



2's 



1 



(CH 2 )— N u (CR 13 R 1 V(CH 2 )- f — (CR 18 R") r -(CH 2 ), 



"2/q 



12 



I 



(CH 2 )— N— JJ-0-(CR 13 R 14 ) r -(CH 2 ), 



■2'q 'i 



12 



-{CH 2 ) q — N-(CR 13 R 14 )— (CH 2 ) 6 - , 
R 12 



^-(CH 2 ) Q — N-^-N-(CR 13 R 1 V( CH 2)— . -S-(CR 1J R' H )-(CH 2 )- 



R 12 k 5 



•N — ^ — (CR 13 R 14 )— (CH 2 )- 



.12 



O 
_1L 



,13„14 



0-(CR' J R") r — (CH 2 ) S 



-(CH 2 )— N-(CR ,3 R 14 ) r -(CH 2 ) s - 



12 



-j-CCR^^V^HzJs- 
NH 



-(c^wcr^rV^)*— 



12 



N (CR 13 R 14 ) r -(CH 2 ) s — 



NH 



-(CH 2 )— N-(CR 13 R 1 V(CH 2 )— O- 



12 



(CH 2 )-(CR 13 R 1 Vo-(CH 2 ) s — , 



JL(CH 2 )— S-(CR 13 R 14 )-(CH 2 ) 8 - or 



(CH 2 ) q — u (CR 13 R 14 )-(CH 2 ) 8 - 



5 wherein 



r is 0 or 1 , 



q and s independently are 0, 1 , 2 or 3, 



10 
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R 12 , R 13 , R 14 and R 1S independently are hydrogen or C^-alkyl, 
D is 




wherein 

W is -O-, -S-, -S(0)jr or -NR 20 -, 

10 

W is =CR 20 '- or =N-, 

R 16 , R 17 , R 18 and R 19 independently are 

15 • hydrogen, halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3) -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 21 , -NR^R 22 , -SR 21 , -NR^SfOfeR 22 . -S^NR^R 22 , 
-SCOJNR^R 22 , -S(0)R 21 , -S(0) 2 R 21 , -OS(0) 2 R 21 , -CfOJNR^R 22 , -OCfCONR^R 22 , 
-NR 21 C(0)R 22 , -CH 2 C(0)NR 21 R 22 , -OCHzC^JNR^R 22 , -CH 2 OR 21 , -CHaNR^R 22 , 
-OC(0)R 21 , -C(0)R 21 or -C(0)OR 21 , 

20 
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C^-alkyl, C 2 -e-alkenyl or C 2 ^-alkyny! f 

which may optionally be substituted with one or more substituents selected from - 
CHF 2> -CF 3 , -OCF3, -OCHF 2 , -OCH 2 CF 3 . -OCF 2 CHF 2 . -SCF 3 . -OR 21 , -NR^R 22 , 
-SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -CCOJNR^R 22 , -OCfOJNR^R 22 , -NR^CfOJR 22 , 
-OCHaCfOJNR^R 22 , -C(0)R 21 and -C(0)OR 21 , 

CM-cycloalkyl, C^-cycloalkenyl, heterocyclyl, Ca^-cycloalkyl-C^-alkyl, C^-cyclo- 
alkyl-Ci^-alkoxy, C3^-cycloalkyloxy,' Ca^-cycloalkyl-C^-alkylthio, C3_B-cycloalkylthio, 
C3^-cycloalkyl-C 2 ^-alkenyl, C34-cycloalkyl-C 2 ^-alkynyl, C«-cycloalkenyl-Ci^-alkyl, C4-8- 
cycloalkenyl-C 2 ^-alkenyl, C4^-cycloaIkenyl-C 2 ^-alkynyl, heterocyclyl-Ci^-alkyl, heterocy- 
clyl-C 2 ^-alkenyl or heterocyclyl-C 2 ^-alkynyl, 

of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from 

-CHF 2) -CF 3 , -OCF3. -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3l -OR 21 , -NR^R 22 , 
-SR 21 , -S(0)R 2 \ -S(0) 2 R 21 , -C^JNR^R 22 , -OCfOJNR^R 22 , -NR^CfOJR 22 , 
-OCH 2 C(0)N R 21 R 2a , - C(G)K 21 and -C(G)OK ^ 

C^-alkyl, C 2 ^-alkenyl and C 2 ^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3f -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 21 , -NR^R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -CfOJNR^R 22 , 
-OCfOJNR^R 22 , -NR 21 C(0)R 22 , -OCHzCfONR^R 22 , -C(0)R 21 and 
-C(0)OR 21 , 

aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-C^-alkoxy, aryl-C^-alkyl, aryl-C 2 ^-alkenyl, aryl- 
C^-alkynyl, heteroaryl, heteroaryl-C^-alkyl, heteroaryl-C 24 -alkenyl or heteroaryl- 
C 2 ^-alkynyl, 

of which the aryl and heteroaryl moieties optionally may be substituted with one 
or more substituents select d from 



WO OO/69810 



PCT/DKOO/00264 



534 



halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF ; 



2. 



5 



-OS(0) 2 CF 3 , -SCF 3| -N0 2 , -OR 21 , -NR^R 22 , -SR 21 . -NR^SfO^R 22 , -S(0) 2 NR 21 R 22 , 
-SfOJNR^R 22 , -S(0)R 21 , -S(0) 2 R 2 \ -OS(0) 2 R 21 , -C^JNR^R 22 , -OC(0)NR 21 R 22 , 
-NR 21 C(0)R 22 , -CH 2 C(0)NR 21 R 22 , -OCH 2 C(0)NR 21 R 22 , -CH 2 OR 21 , -CHzNR^R 22 , 
-OC(0)R 21 , -C(0)R 21 and -C(0)OR 21 , 



C^-alkyl, C 2 ^-alkenyl and C^-alkynyl, 



10 



which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 21 , -NR^R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 21 . -CfOJNR^R 22 , 



-OCfOJNR^R 22 , -NR^CCOJR 22 , -OCHaCfOJNR^R 22 , -C(0)R 21 and 
-C(0)OR 21 , 



15 wherein R 21 and R 22 independently are hydrogen, -CF 3 , C^-alkyl, tri-C^-alkylsilyl, C3^-cyclo- 
alkyl, Ca^-cycloalkyl-C^-alkyl, aryl, aryl-CVi-alkyl or heteroaryl, 

or R 21 and R 22 when attached to the same nitrogen atom together with the said nitrogen atom 
may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
20 eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

or two of the groups R 16 to R 19 when placed in adjacent positions together may form a bridge 
-(CR 16 *R ir ) a -0-(CR 18 'R 19 ') c -0-, 

25 

wherein 
a is 0, 1 or 2, 
30 c is 1 or 2, 

R 16 , R 17 ", R 18 ' and R 19 independently are hydrogen, Ci^-alkyl or halogen, 

R 20 and R 20 ' independently are hydrogen, C^-alkyl, C^-cycloalkyl or C^-cycloalkyl-C^- 
35 alkyl, 
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E is a 3 to 9 membered mono- or bicyclic ring which may optionally contain one or two dou- 
ble bonds and which may optionally contain one or two heteroatoms selected from nitrogen, 
oxygen and sulfur, wherein one or two groups R 23 and R 24 may be attached to the same or 
5 different ring carbon atoms and wherein a group R 31 may be attached to a ring nitrogen atom 
when present, or 




wherein 

10 

m and p independently are 0, 1 , 2, 3 or 4, with the proviso that when both m and p are pre- 
sent in the sam formula at least one of m and p is different from 0, 
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R 23 and R 24 independently are 

• hydrogen, -CHF 2l -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 36 , -NR^R 37 , 
-SR 36 , -SfOJR 36 , -SfOkR 36 , -CCOJNR^R 37 , -0C(O)NR 38 R 37 , -NR^CfOJR 37 , 
-OCHzCfOJNR^R 37 , -CfOJR 36 or -CfOJOR 36 , 

• Ci^-alkyl, C 2 ^-alkenyl or C 2 -6-alkynyl, 

which may optionally be substituted with one or more substituents selected from 
-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 36 , -NR 36 R 37 , 
-SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 . -OC(0)NR 36 R 37 , -NR 36 C(0)R 37 . 
-OCHzCfOJNR^R 37 , -CCOJR 36 and -C(0)OR 36 , 

• Cia-cycloalkyl, C^-cycloalkylidene, C^-cycloalkenyl, heterocyclyl, C M -cycloalkyl- 
Ci^-alkyl, Cs^-cycloalkyl-C^-alkenyl, C^-cycloalkyl-Ci.e-alkynyl, C^-cycloalkenyl- 
Ci^-alkyl, C^-cycloalkenyl-C^-alkenyl, C«-cycloalkenyl-C 2 ^-alkynyI, heterocyclyl- 
C^-alkyl, heterocyclyl-C 2 ^-alkenyl or heterocyclyl-C«-alkynyl, 

of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from 

-CHF 2 , -CF 3 , -OCF 3 . -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 36 , -NR 36 R 37 , 
-SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , 
-OCH 2 C(0)NR 36 R 37 , -CCOJR 36 and -CfOpR 36 , 

C^-alkyl, Ci^-alkenyl and C 2 ie-alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 36 , -NR 36 R 37 , -SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , 
-OC(0)NR 36 R 37 , -NR^CCOJR 37 , -OCHzCfOJNR^R 37 , -C(0)R* and 
-C(0)OR 36 , 



WO OO/69810 



537 



PCT/DK00/00264 



• aryl, aryloxy, aroyl, aryl-Ci-e-alkoxy, aryl-Ci^-alkyl, aryl-C 2 ^-alkenyl, aryl-C 2 ^-alkynyl, het- 
eroaryl, heteroaryl-Ci^-alkyl, heteroaryl-C 2 -e-alkenyl or heteroaryl-C 2 ^-alkynyl, 

of which the aryl and heteroaryl moieties optionally may be substituted with one 
5 or more substituents selected from 

halogen, -CN, -CH 2 CN, -CHF 2l -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 . -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 36 , -NR 36 R 37 , -SR 36 , -NR^SfOkR 37 , -S(0) 2 NR 38 R 37 , 
-SfOJNR^R 37 , -SfOJR 36 , -S(0) 2 R 36 , -OS(0) 2 R 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , 
10 -NR 36 C(0)R 37 , -CHzCfpJNR^R 37 , -CHbCfOJIMR^R 37 , -CHzOR 36 . -CH 2 NR 36 R 37 , 

-OCfOJR 36 , -G(0)R 38 and -C(0)OR 36 , 

Ci^-alkyl, C 2 _e-alkenyl and C 2 ^-alkynyl, 

15 which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , tOCHF 2 , -OGH 2 CF 3i -OCF 2 CHF 2 , 
-SCF 3 , -OR 36 , -NR 38 R 37 , ,-SR 36 , -SfOJR 38 , -S(0) 2 R 36 , -CCOJNR^R 37 , 
-OCCOJNR^R 37 , -NR 36 C(0)R 37 , -OCH 2 C(0)NR 36 R 37 , -CfOJR 36 and 
-C(0)OR 30 . 

20 

wherein R 36 and R 37 independently are hydrogen, C^-alkyl or aryl, 

of which the aryl moiety optionally may be substituted with one or more substitu- 
ents selected from halogen. -CN, -CF 3 ,-OCF 3 ,-N0 2 , -OR 38 , -NR^R 39 and 
25 d^-alkyl, 

wherein R 38 and R 39 independently are hydrogen or d^-alky!, 

or R 36 and R 37 when attached to the same nitrogen atom together with the said nitrogen atom 
30 may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

or R 23 and R 24 when attached to the same ring carbon atom or different ring carbon atoms 
35 together may form a radical -O-(CH 2 ) r CR 40 R 41 -(CH 2 ) r O-, -(CH 2 ) r CR 40 R 41 -(CH 2 ) r or 
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-S-fCHzJreR^R^-CCHzJrS-, 
wherein 

5 t and I independently are 0, 1 , 2, 3, 4 or 5, 

R 40 and R 41 independently are hydrogen or d^-alkyl, 

R 25 to R 30 independently are hydrogen, halogen, -CN, -CF 3 , -NO z , -OR 42 , -NR^R 43 , C^-alkyl, 
10 C«-cycloalkyl or C^-cycloalkenyl, 

wherein R 42 and R 43 independently are hydrogen or Ci^-alkyl, or 

R 42 and R 43 when attached to the same nitrogen atom together with the said nitrogen atom 
15 may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

R 31 , R 32 and R 33 independently are hydrogen or Ci^-alkyl, 

20 

R 34 and R^independently are 

• hydrogen, C^-alkyl, C^-alkoxy, CWalkanoyl, -CfOJNR^R 45 or -SfOfeR 45 , 

25 • aryl, aroyl, aryl-C^-alkoxy, aryl-C 14 -alkanoyl or aryl-C^-alkyl, 

of which the aryl moieties optionally may be substituted with one or more sub- 
stituents selected from halogen, -CN, -CF 3 , -OCF 3 , -OR 44 , -NR^R 45 and C^-alkyl, 

30 wherein R 44 and R 45 independently are hydrogen or d^-alkyl, or 

R 34 and R 35 when attached to a carbon atom together with the said carbon atom may form a 
3 to 8 membered cyclic ring optionally containing one or two heteroatoms selected from ni- 
trogen, oxygen or sulfur, and optionally containing on or two double bonds, or 

35 
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R 34 and R 35 when attached to a nitrogen atom together with the said nitrogen atom may form 
a 3 to 8 membered heterocyclic ring optionally containing one or two further heteroatoms se- 
lected from nitrogen, oxygen or sulfur, and optionally containing one or two double bonds, 

5 as well as any optical or geometric isomer or tautomeric form thereof including mixtures of 
these or a pharmaceutically acceptable salt thereof. 

2. A compound according to claim 1, wherein V is -C(0)OH, -S(0) 2 OH, -C(0)NHOH or 5- 
tetrazotyl. 

10 

3. A compound according to claim 2, wherein V is -C(0)OH. 

4. A compound according to claim 2, wherein V is 5-tetrazolyl. 

15 5. A compound according to any one of the claims 1 to 4, wherein A is 

— CH— NR— , — (CH2) _ NR L_ 



NR— CH 2 — 

wherein R 7 is as defined in claim 1 . 

20 

6. A compound according to claim 5, wherein A is 
25 7. A compound according to claim 5, wherein A is 
8. A compound according to claim 5, wherein A is 
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9. A compound according to claim 5, wherein A is 
— n — ch 2 — 

1 0. A compound according to any one of the claims 1 to 9, wherein Y is -C(O)-. 

1 1. A compound according to any one of the claims 1 to 9, wherein Y is a valence bond. 

1 2. A compound according to any one of the claims 1 to 1 1 , wherein Z is 




wherein R and R are as defined in claim 1 . 

13. A compound according to claim 12, wherein Z is 




14. A compound according to any one of the claims 1 to 13, wherein R 1 is hydrogen. 

15. A compound according to any one of the claims 1 to 13, wherein R 1 is methyl. 
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16. A compound according to any one of the claims 1 to 15, wherein X is 
O O 

-^(CHA— N— L 0-(CR 13 R 1 V(CH 2 ) s - , -(CH 2 )-(CR 13 R 14 ) r (CH 2 )— 
R 12 



O p o 

-N-JL-(CR 13 R 14 ) r -(CH 2 ) 8 -0- . -JL ( cr 13 R 14 )-(CH 2 ) 8 , -li_(CH 2 ) q -^-(CH 2 )— 

R 12 

O R 12 o R 12 O 

-"-(CH,)— N— <CH 2 )— , _U_ (CH2) _^ U_ (CR i3 R i4 )r _ (CH2) _ 

o o o 

— N-"— (CH 2 )— , -Jl_o-(CR 13 R 14 )-(CH 2 ) s — , -"-(CH,)— S— (CH 2 )— , 
R 12 

O O 



-N-(CR 13 R 14 )-(CH 2 ) S - , -^(CH 2 ) q -(CR ia R") r — 0-(CH 2 )- or 
R 12 



R 12 



(CH 2 ) q — N— (CH 2 ) 6 -0- 



5 wherein q, r, s, R , R and R are as defined in elaim 1 . 
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17. A compound according to claim 16, wherein X is 



O O 
-(CH 2 ) S — , -LfC- , -U_ ( CH 2 )— N— (CH 2 )— 



(CH 2 ) q — N— ^(C^), . _IL_ (C h 2 )_n-(CH 2 )— O- 



-(CH 2 ) S , -U- ( ch 2 )— N "-O— (CH 2 ) S — , N (CH 2 )— 



O O 

-^—(CR^H), 0-(CH 2 ) s — , 0-(CH 2 ) s or 



— N— (CR 13 R 14 ) r — 
H 



wherein q is 0 or 1, r is 0 or 1, s is 0, 1 or 2, and R is hydrogen or C^-alkyl. 

18. A compound according to claim 177 wherein X is -C(0)NH-, -C(0)NHCH2-, 
-C(0)NHCH(CH 3 )-, -C(0)NHCH 2 CH 2 -, -C(0)CH 2 -, -C(0)CH=CH-, -(CH 2 ) S -, -C(O)-, -C(0)0- 
or -NHC(O)-, wherein s is 0 or 1 . 

19. A compound according to claim 18, wherein X is -C(0)NH-, -C(0)NHCH2-, 
-C(0)NHCH(CH 3 )-. -C(0)NHCH 2 CH2-, -C(0)CH 2 - t -CH 2 - f -C(O)- or-NHC(O)-. 

20. A compound according to claim 19, wherein X is -C(0)NH-. 

21. A compound according to claim 19, wherein X is -C(0)NHCH(CH 3 )-. 
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22. A compound according to any one of the claims 1 to 21 , wherein D is 




R R 

5 wherein R 16 , R 17 , R 18 , R 19 and R 20 are as defined in claim 1. 
23. A compound according to claim 22, wherein D is 




10 

wherein R 16 , R 17 , R 18 and R 20 are as defined in claim 1 . 
24. A compound according to claim 23, wherein D is 

R\ O 
15 R O 

wherein R 16 , R 17 and R 20 are as defined in claim 1 . 
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25. A compound according to claim 24, wherein R 16 and R 17 are both hydrogen and R 20 is 
C^-alkyl or C M -cycloalkyl-Ci^-alkyl. 

5 26. A compound according to claim 24 or 25, wherein R 20 is cyclopropylmethyl, butyl or iso- 
propyl. 

27. A compound according to claim 26, wherein R 20 is isopropyl. 
10 28. A compound according to claim 23, wherein D is 




wherein R and R are as defined in claim 1. 

15 

29. A compound according to claim 23, wherein D. is 




20 wherein R 16 , R 17 and R 16 are as defined in claim 1. 

30. A compound according to any one of the claims 22, 23, 28 or 29, wherein R", R 17 and 
R 18 independently are 

25 hydrogen, halogen, -CN, -N0 2 , -CF 3 , -OCF 3 , hydroxy, -SCF 3 , CWalkyl, C^-alkyl substituted 
with hydroxy, C^-alkyl substituted with -S(0) 2 R 21 , C^-alkoxy, -S-C^-alkyl, -C(0)OR 21 , 
-C(0)R 21 , -CH 2 (0)R 21 , -C(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , -S(0) 2 CF 3 , -SfO^NR^R 22 , 
Cs-s-cycloalkyl, C^B-cycloalkyl-C^alkoxy, C«-cycloalkyl-Ci^-alkylthio or C M -cycloalkylthio, 

30 wherein R 21 and R 22 independently are hydrogen, Ci^-alkyl, tri-d^-aikylsilyl. C^-cycloalkyl, 
Cs-a-cycloalkyl-C^-alkyl, phenyl, phenyl-C^alkyl, 2,3-dihydroindolyl or isoindolyl, or R 21 and 
R 22 together with the nitrogen atom to which they are attached form a piperidine ring, 
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phenoxy, phenoxycarbonyl, phenyl, phenyl-Ci^-alkoxy, phenyl-C^-alkyl, furanyl, tetrazolyl, 
benzoxazolyl or oxadiazotyl, of which the ring systems optionally may be substituted with 
halogen. -CN, -CF 3 , -OCF 3 , -N0 2 , -C(0)OR 21 , -OR 21 . -NR^R 22 or C^-alkyl. wherein R 21 and 
5 R 22 independently are hydrogen or C^-alky), or 

wherein R 16 and R 17 in adjacent positions form the radical -O-CH2-O-, -CF2-O-CF2-O- or 
-O-CF2-CF2-O-, and R 18 is hydrogen. 

10 31. A compound according to claim 30, wherein R 16 , R 17 and R 18 independently are 

hydrogen, halogen, -CN, -N0 2 , -CF 3 , -OCF 3 , -SCF 3 , d-e-alkyl, Ce-alkyl substituted with hy- 
droxy, C^-alkyl substituted with -S(0) 2 R 21 . C^-alkoxy, -S-Ce-alkyl, -C(0)OR 21 , -C(0)R 21 . 
-CH 2 (0)R 21 , -C(0)NR 21 R a . -S(0)R 21 , -S(0) 2 R 21 . -S(0) 2 CF 3 , -S(0) 2 NR 21 R 22 , C«-cyclo- 
15 alkyl-C^-alkoxy, C M -cycloalkyl-C 14 -alkylthio or C^-cycloalkylthio, 

wherein R 21 and R 22 independently are hydrogen, Ci^-alkyl, tri-d-e-alkylsilyl, CM-cycloalkyl, 
C^-cycloalkyl-C^-alkyl, phenyl or 2,3-dihydroindolyl, or R 21 and R 22 together With the nitro- 

— — gen atom to which they are a t tached fo r m a p i pe ri d i ne ri ng, 

20 

phenoxy, phenyl, benzyl, furanyl. tetrazolyl. benzoxazolyl or oxadiazolyl, of which the ring sys- 
tems optionally may be substituted with halogen, -C(0)OR 21 or Cr^-alkyl, wherein R 21 is hy- 
drogen or Ci.e-alkyl, or 

25 wherein R 16 and R 17 in adjacent positions form the radical -CF2-0-CF2-0- or -0-CF2-CF 2 -0-, 
and R 18 is hydrogen. 

32. A compound according to claim 31 , wherein R 16 , R 17 and R 18 independently are 

30 hydrogen, halogen, -CN, -N0 2 , -CF 3 , -OCF 3 , -SCF 3 , C^-alkyl, C^-alkyl substituted with hy- 
droxy, Ce-alkoxy, -S-C^-alkyl. -C(0)OR 21 , -C(0)R 21 , -CH 2 (0)R 21 , -GfOJNR^R 22 , -S(0) 2 R 21 , 
-(0) 2 CF 3 or -SCOJzNR^R 22 . 

wherein R 21 and R 22 independently are hydrogen, C^-alkyl, tri-C^-alkylsiiyi, phenyl or 
35 2,3-dihydroindolyl, 



WO OO/69810 



546 



PCT/DKOO/00264 



phenoxy, phenyl, benzyl, furanyl, tetrazolyl, benzoxazolyl or oxadiazolyl, of which the ring sys- 
tems optionally may be substituted with halogen, -C(0)OR 21 or C^-alkyl, wherein R 21 is hy- 
drogen or Ci^-alkyl, or 

5 

wherein R 16 and R 17 in adjacent positions form the radical -CF r 0-CF2-0- or -0-CF2-CF2-0-, 
and R 1B is hydrogen. 

33. A compound according to claim 32, wherein R 16 , R 17 and R 18 independently are hydro- 
10 gen. halogen, -CN, -N0 2 , -CF 3 , -OCF 3 . -SCF 3 , C^-alkyl, C^-alkoxy, -S-C^-alkyl, 

-C(0)OCi^-alkyl, -S(0) 2 C^-alkyl , -S(0) 2 CF 3 , -C(0)N(C 1 ^-alkyl)(C 1 ^-alkyl), 
-S(0) 2 N(phenyl)(C 1 . 6 -alkyl), -C(=0)C 1 ^-alkyl, -CH 2 OH, -CHzCKtri-C^-alkylsilyl), 2,3-dihydro- 
indol-1-ylsulfonyl, phenoxy, phenyl, 4-chlorophenyl, 1,3,5-trimethylbenzyl, benzoxazolyl, 2- 
methyltetrazol-5-yl, 2-methyl-3-methoxycarbonylfuran-5-yl or 3-isopropyl-[1 ,2,4]oxadiazol-5- 
15 yl). 

34. A compound according to any one of the claims 30 to 33, wherein one of R 16 to R 18 is hy- 
drogen. 



20 35. A compound according to any one of the claims 30 to 33, wherein two of R 16 to R 18 are 
hydrogen. - 

36. A compound according to claim 30, wherein R 16 and R 17 are both hydrogen and R 18 is 
-OCF 3 , -SCF 3 -CF 3 , -S(0) 2 CH 3 , phenyl, halogen, C 1j6 -alkyl, nitro, -S-d-e-ajkyl or 

25 -SCO^NR^R 22 , wherein R 21 is C^-alkyl and R 22 is phenyl. 

37. A compound according to claim 30, wherein R 16 and R 17 are both hydrogen and R 18 is 
-OGF 3 or halogen. 



30 38. A compound according to claim 30, wherein R 16 is hydrogen and R 17 and R 18 are both 
halogen or are both -CF 3 . 

39. A compound according to claim 30, wherein R 16 is hydrogen, R 17 is -CF 3 and R 18 is halo- 
gen, -CN, C^-alkoxy or -OCF 3 . 

35 
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40. A compound according to claim 30, wherein R 16 is hydrogen, R 17 is -OCF 3 and R 18 is 
-S(0) 2 CH 3 , -CHaO-tri-C^-alkylsilyl, benzoxazotyl or -CH 2 OH. 

41 . A compound according to claim 30, wherein R 1B is hydrogen, R 17 is C^-alkyl and R 18 is 
-S(0) 2 NR 21 R 22 , wherein R 21 is C^-alkyl and R 22 is phenyl. 

42. A compound according to claim 30, wherein R 16 , R 17 and R 18 are selected from hydrogen, 
-OCF 3 , -CF 3 , -Br, -F and -CI. 
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wherein 

m, p and R 23 to R 35 are as defined in claim 1. 
5 44. A compound according to claim 43, wherein E is 




wherein m, p and R s to R are as defined in claim 1 . 
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45. A compound according to claim 44, wherein E is 




wherein p, R 23 , R 24 , R 25 , R 26 , R 27 , R 28 , R 29 , R 30 , R 34 and R 35 are as defined in claim 1. 



46. A compound according to claim 45, wherein E is 




l 

wherein R 23 , R 24 , R 25 , R 26 , R 27 , R 34 and R 35 are as defined in claim 1 . 

47. A compound according to claim 46, wherein R 34 and R 35 independently are C^-alkyl, hy- 
drogen or Ci^-alkoxy. 
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48. A compound according to claim 47, wherein R 34 and R 35 are both Ci^-alkyl. 

49. A compound according to claim 45, wherein E is 




wherein R and R 24 are as defined in claim 1 . 

50. A compound according to claim 49, wherein E is 

10 




wherein R 23 and R 24 are as defined in claim 1 . 



15 51 . A compound according to claim 49 or 50, wherein R 23 and R 24 independently are selected 
from hydrogen, C^-alkyl, C^-cycloalkyl, C^-cycloalkylidene, phenoxy, phenyl, 
-C(0)NR 36 R 37 and -OC(0)NH-phenyl, of which the phenyl moiety optionally may be substi- 
tuted with -OCF 3> wherein R 36 and R 37 are as defined in claim 1 , or R 23 and R 24 together form 
the radical -(CHaJrCR^-tCHa),-. -O-(CH 2 )rCR 40 R 41 -(CH 2 ) l -O-, -S-(CH 2 ) r CR 40 R 41 -(CH 2 ) r S-, 

20 wherein t, I, R 40 and R 41 are as defined in claim 1 . 

52. A compound according to claim 51 , wherein R 23 is hydrogen and R 24 is C^-alkyl such as 
fert-butyl or C^-cycloalkyl such as cyclohexyl, wherein R 23 and R 24 are both Ci^-alkyl or 
wherein R 23 and R 24 together form the radical -{CH 2 )s-- 



25 
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53. A compound according to claim 46, wherein E is 




5 wherein R 25 , R 26 and R 27 are as defined in claim 1 . 
54. A compound according to claim 53, wherein E is 




10 

wherein R 25 , R 26 and R 27 are as defined in claim 1. 

55. A compound according to claim 53 or 54, wherein R 25 , R 26 and R 27 independently are se- 
lected from hydrogen, halogen, C^-alkyl, C^-alkoxy, C^-cycloalkyl, C^-cycloalkenyl, -CF 3t 

1 5 -OCF 3 or -NR^R 43 , wherein R 42 and R 43 are as defined in claim 1 . 

56. A compound according to claim 55, wherein E is 



R 25 




20 

wherein R 25 is -OCF 3 , -CF 3 , C^-alkyl such as fert-butyl, piperidyl, C3_8-cycloalkyl such as 
cyclohexyl or C<w-cycloalkenyl such as cyclohexenyl. 
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57. A compound according to claim 46, wherein E is 




5 58. A compound according to claim 57, wherein E is 




59. A compound according to claim 1 of the general formula (I,): 

10 




wherein V, A, R 46 , R 47 , R\ E, X and D are as defined in claim 1 or in any one of the preced- 
ing claims. 

15 
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5 wherein V, A, R 46 , R 47 , R\ E, X and D are as defined in claim 1 or in any one of the preced- 
ing claims. 



61. A compound according to claim 1 of the general formula (l 3 ): 



10 




(U) 



wherein V, A, R 48 , R 47 , R\ E, X and D are as defined in claim 1 or in any one of the preced- 
ing claims. 



1 5 62. A compound according to claim 1 of the general formula (l 4 ): 
O 




wherein V is -C(0)OR 2 , -C(0)NR 2 R 3 or-C(0)NR 2 OR 3 , and R\ R 2 , R 3 , E, X and D are as de- 
20 fined in claim 1 or in any one of the preceding claims. 



WO OO/69810 



555 



PCT/DKOO/00264 



63. A compound according to claim 1 of the general formula (l s ): 




5 wherein R 46 , R 47 , R 1 , E, X and D are as defined in claim 1 or in any one of the preceding 
claims. 

64. A compound according to claim 1 of the general formula (l B ): 




wherein R 46 , R 47 , R 1 , E, X and D are as defined in claim 1 or in any one of the preceding 
claims. 

15 65. A compound according to claim 1 of the general formula (l 7 ): 




wherein R 46 , R 47 , R\ E, X and D are as defined in claim 1 or in any one of the preceding 
20 claims. 
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66. A compound according to claim 1 of the general formula (l 8 ): 



HN 




d 8 ) 



R 



10 



. 15 



20 



wherein R 46 , R 47 , R 1 , E, X and D are as defined in claiml or in any one of the preceding 
claims. 

67. A compound according to claim 1 of the general formula (l 9 ): 



wherein R 46 , R 47 ,R\ E, X and D are as defined in claim 1 or in any one of the preceding 
claims. 

68. A compound according to anyone of the claims 59 to 6,1 or 63 to 67, wherein R 46 and R 47 
are both hydrogen. 

69. A compound according to any one of the preceding claims, which has an ICso value of no 
greater than 5 jiM as determined by the Glucagon Binding Assay (I), Glucagon Binding 
Assay (II) or Glucagon Binding Assay (III) disclosed herein. 

70. A compound according to claim 69 characterized by having a glucagon antagonistic ac- 
tivity as determined by the Glucagon Binding Assay (I), Glucagon Binding Assay (II) or Glu- 
cagon Binding Assay (III) disclos d herein corresponding to an IC 50 value of less than 1 pM, 
preferably of less than 500 nM and even more preferred of less than 100 nM. 
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71 . A compound according to any one of the preceding claims, which is an agent useful for 
the treatment and/or prevention of an indication selected from the group consisting of hyper- 
glycemia, IGT, Type 2 diabetes. Type 1 diab tes and obesity. 

5 72. A compound according to any one of the claims 1 to 71 for use as a medicament. 

73. A pharmaceutical composition comprising, as an active ingredient, at least one com- 
pound according to any one of the claims 1 to 71 together with one or more pharmaceutically 
acceptable carriers or excipients. 

10 

74. A pharmaceutical composition according to claim 73 in unit dosage form, comprising from 
about 0.05 mg to about 1000 mg, preferably from about 0.1 mg to about 500 mg and espe- 
cially preferred from about 0.5 mg to about 200 mg of the compound according to any one of 
the claims 1 to 71. 

15 

75. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of disorders or diseases, wherein a gluca- 
gon antagonistic action is beneficial. 



20 76. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of glucagon-mediated disorders and dis- 
eases. 

77. Use of a compound according to any one of the claims 1 to 71 for the manufacture of a 
25 medicament for the treatment and/or prevention of hyperglycemia. 

78. Use of a compound according to any one of the claims 1 to 71 for the manufacture of a 
medicament for lowering blood glucose in a mammal. 

30 79. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of IGT. 

80. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
m dicament for the treatment and/or prevention of Type 2 diab tes. 



e 
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81 . Use according to claim 80 for the preparation of a medicament for the delaying or 
prevention of the progression from IGT to Type 2 diabetes. 

82. Use according to claim 80 for the preparation of a medicament for the delaying or 

5 prevention of the progression from non-insulin requiring Type 2 diabetes to insulin requiring 
Type 2 diabetes. 

83. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of Type 1 diabetes. 

10 

84. Use according to any one of the claims 75 to 83 in a. regimen which additionally com- 
prises treatment with another antidiabetic agent. 

85. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
1 5 medicament for the treatment and/or prevention of obesity. 

86. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of obesity in a regimen which additionally 
comprises treatment with another antiobesity agent. 

20 

87. A method for the treatment and/or prevention of disorders or diseases mediated by a glu- 
cagon antagonistic action, the method comprising administering to a subject in need thereof 
an effective amount of a compound according to any one of the claims 1 to 71 or a pharma- 
ceutical composition according to claim 73 or 74. 

25 

88. The method according to claim 87, wherein the effective amount of the compound is in 
the range of from about 0.05 mg to about 2000 mg, preferably from about 0.1 mg to about 
1 000 mg and especially preferred from about 0.5 mg to about 500 mg per day. 



30 
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